DOCKET NO.: GLIS-0114 REISSUE 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Reissue Application of: 



U.S. Patent No.: 6,028,183 



Issued: February 22, 2000 



Serial No.: 08/966,392 



Group Art Unit: 1623 



Filing Date: November 7, 1997 



Examiner: James O. Wilson 



For: PYRIMIDINE DERIVATIVES AND OLIGONUCLEOTIDES CONTAINING 
THE SAME 



Washington, D.C. 20231 

PRELIMINARY AMENDMENT IN APPLICATION FOR REISSUE 
Applicants respectfully request that the above-identified reissue ^plication be amended, 
without prejudice, as follows. 

In the Specification 

Please amend the paragraph at column 12, hnes 15-18, as follows: 
Exemplary -R^^-R^i* and related structures are 



(a) [-R^-(CH2)rNR^C(NR^)(NR^)2, including -O-(CH2)rNR^C(NR0(NR% -NH-(CH2X- 
NR^C(NR5)(NR3)2, and -(CH2)2.5NR^C(NR')(NR^)2,] 
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-R''-(CH,) m^CfNR^)NfRn.. including -0-rCH,^m^CfNR^)N(R^V. -NH- 



In the Claims; 

Please amend claims 3, 4, 14, and 15 as follows: 

3. (amended) The compound of claim 1, wherein is [-R^-(CH2)tNR^C(NR^)(NR^)2,] 
-R^-(CH,},NR^C(NR^)N(R^),, -R^-CH2-CHR^i-N(R3)2, -R6-(R\-N(R^)2, -RMCH2X-N(R3)2, 

-(CH2)i.2-0-(CH2).-N(R3)2, 





(41) 





(45) 



or 
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R^ is independently -H, -CH3, -CH2CH3, -(CH2)^-N(R33)2 or a protecting group, or both R^ 
together are a protecting group, or when R^ is -R<^-(CH2),-N(R^% one R^ is -H, -CH3, -CH2CH3, a 
protecting group or -(CH2)w-N(R^^)2 and the other R^ is -H, -CH3, -CH2CH3, -(CH2)w-N(R^3)2, 
-CH(N(R33)3)-N(R33)^, 




R' is independently H or a protecting group; 
R^ is independently -S-, -NR^-, -O- or -CH2-; 

R'' is independently linear alkyl having 1 , 2, 3 or 4 carbon atoms optionally substituted with 
one -CH=CH-, -C=C- or -CH2-O-CH2- moiety, or R^ is cyclic alkyl having 3, 4 or 5 carbon atoms, 
wherein one of the linear alkyl carbon atoms is optionally substituted with a single -CH3, -CN, =0, 
-OH or protected hydroxyl, provided that the carbon atoms in any -CH=CH- or -CH2-O-CH2- moiety 
are not substituted with =0, -OH or protected hydroxyl; 

R* is Unear alkylene having 1 or 2 carbon atoms wherein one alkylene carbon atom is 
optionally substituted with a single -CH3, -CN, =0, -OH or protected hydroxyl, or R^ is absent; 

R2« is independently -CH2-, -CH(CH3)-, -CHCOCHa)-, -CH(OR0- or -0-, but both are not 

-0-; 

R'* is independently -N-, -NCCHj)-, -CH-, -C(CH3)-, but both are not -N(CH3)-; 



DOCKET NO.: GLIS-0114 REISSUE 

R3''is-Hor-N(R3)2; 

R^' is the side chain of an amino acid; 

R^^ is independently -H, -CH3, -CH2CH3 or a protecting group; 

R'^ is H, C1-C4 alkyl or a protecting group; 

R^* is H, -CH3, -CH2CH3, a protecting group or an optionally protected monosaccharide; 
t is 1, 2, 3 or 4, but when R« is -0-, -S- or -NR^-, t is 2, 3 or 4; 
V is independently 0, 1 or 2; and 
w is independently 1 or 2. 

4. (mnended) The compound of claim 3 wherein R^ is -CH2-(CH2)tN(R^)2, 
-NR*-(CH2)tN(R3)2, .S-(CH2XN(R3)2, -0-(CH2)^(R2)2, [-0-(CH2XNR^C(NR5)(NR3)2,] zQz 
(CH,)>NR^C(]SR^)N(R^)„ -(CH2),.2-0-(CH2XN(R^)2, -R*-CH2-CHR3'-N(R^)2, -R*-(RVN(R^)2, 
[-R^-(CH,VNR^C(NRnaS[R^)„1 -R^-(CH,) .-NR^CfNR^WR^l,. or [-CH,-(CH,XN1^^r,(Nlj^)(Tsm3),J 
-CH,-(CH-,\NR^CrNR'^^NrRn,. 



14. (amended) The compound of claim 1, wherein R^ is [-R*-(CH2)tNR5C(NR0(NR%,] 
-R^-(CH,)^^C(NR^)N(R^)., -R'*-CH2-CHR3'-N(R^)2, -R*-(RVN(R^)2, -R^-(CH2),-N(R^)2, 
-(CH2),.2-0-(CH2)rN(R3)2, 
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6 A ^^^^ 



R' 



(41) 



R". 



(42) 



"r' 





R. ,.>=N 



(43) 




28 



N (45) 



N(R-')2. 



or 



R° 



R^^-Rf (46) 



N(R-')2, 




is independently -H, -CH3, -CH2CH3, -(CH2)^-N(R32)2 or a protecting group, or both 
together are a protecting group, or when R^ is -R*-(CH2)t-N(R33)2, one R^ is -H, -CH3, -CH2CH3, a 
protecting group or -(CH2)„-N(R33)2 and the other R^ is -H, -CH3, -CH2CH3, -(CH2)^-N(R33)2, 
-CH(N(R^^)2)-N(R^% 



35 



\ 

N 




or 



\\ N-R 

o 



36 



R^ is independently H or a protecting group; 
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R" is independently -S-, -NR'-, -O- or -CH2-; 

is independently linear alkyl having 1, 2, 3 or 4 carbon atoms optionally substituted with 
one -CH=CH-, -C=C- or -CHj-O-CHj- moiety, or R' is cyclic alkyl having 3, 4 or 5 carbon atoms, 
wherein one of the hnear alkyl carbon atoms is optionally substituted with a single -CH3, -CN, =0, 
-OH or protected hydroxyl, provided that the carbon atoms in any -CH=CH- or -CH2-O-CH2- moiety 
are not substituted with =0, -OH or protected hydroxyl; 

R* is hnear alkylene having 1 or 2 carbon atoms wherein one alkylene carbon atom is 
optionally substituted with a single -CH3, -CN, =0, -OH or protected hydroxyl, or R* is absent; 

R28 is independently -CH2-, -CHCCHj)-, -CH(0CH3)-, -CH(0R5)- or -0-, but both are not 

-0-; 

R2» is independently -N-, -NCCHj)-, -CH-, -QCHj)-, but both are not -N(CH3)-; 

R2"is-Hor-N(R^)2; 

R^' is the side chain of an amino acid; 

R^2 is independently -H, -CH3, -CH2CH3 or a protecting group; 

R^^ is H, C1-C4 alkyl or a protecting group; 

R^* is H, -CH3, -CH2CH3, a protecting group or an optionally protected monosaccharide; 
t is 1, 2, 3 or 4, but when R« is -0-, -S- or -NR^-, t is 2, 3 or 4; 
V is independently 0, 1 or 2; and 
w is independently 1 or 2. 



DOCKET NO.: GLIS-0114 REISSUE 

15. (amended) The compound of claim 14 wherein is -CH2-(CH2)tN(R^)2, 
-NR^-(CH2),N(R3)2, -S-(CH2)tN(R^)2, -0-(CH2)jN(R% [-0-(CH2XNR^C(NR5)(NR^)2,] -a 
{CH2},NR^C(NR^)N(R^),, -(CH2),.2-0-(CH2XN(R\ -R^-CHrCHR^i-NCR^)^, -R«-(RVN(R% 
[-R^-(CHA-NR^C(m^)W),j.R6^CHA-NR^CfNRSWn?3v,nrr-rw.^ 



REMARKS 

Claims 1-30 are pending in this reissue appUcation. By way of this amendment, a portion 
of the specification and claims 3, 4, 14, and 15, have been amended. No claims have been added or 
canceled. U.S. Patent No. 6,028, 183 (the 1 83 patent), which was filed on November 7, 1997 as U.S. 
appHcation serial no. 08/966,392 (the 392 appUcation), issued on February 22, 2000. This paper is 
bemg filed within two years of the issue date. 

AppUcants hereby seek reissue of the 1 83 patent because compound claims 3, 4, 14, and 15 
erroneouslycontainsubstituentmoietiesthataretechnicallyincorrect. The amendments made herein 
are bemg made to correct this error. 

In this regard, claim 3, which depends on claim 1 , is directed to a compound of the formula: 
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O 




(1) 



wherein is defined as, among other things, the group -R^-(CH2XNR5C(NR5)(NR3)2 (see, the 1 83 
patent at column 79, lines 1-2). The substituent group, as written, however, contains an insufficient 
number of chemical bonds to the nitrogen atoms due to the inadvertent misplacement of the 
parenthesis associated with the group (NR\ The recited structure is technically incorrect, as 
several of the nitrogen atoms are divalent. 

Applicants have addressed this typographical error by amending claim 3 to recite the terminal 
portion of the R^ substituent as N(R^)2. This amendment assures that the substituent contains the 
intended terminal guanidine functionaUty. The technically correct substituent may be represented 
structurally as: 



NR^ 

— R^(CH2)rNR5-C-N 
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Claims4, 14, 15 also contain the inadvertent misplacement of Iheparenth^ 
NR^C(NR0N(R^)2. For example, claim 4 recites, among other things, the groups -O- 
(CH2XNR^C(NR0(NR^)2, -R^-(CH2)rNR^C(NR^)(NR^)2, and -CH2-(CH2X-NR^C(NR0(NR^)2. 
Accordingly, Applicants have amended claim 4 to replace these structures with -O- 
(CH2XNR^C(NR^)N(R^)2, -R^-(CH2X-NR^C(NR0N(R% and -CHr(CH2)rNR^C(NR^)N(R^)2, 
respectively. Claim 14 recites the group -R^-(CH2)tNR^C(NR^)(NR^)2. Apphcants have amended 
claim 14 to replace this structure with -R^-(CH2)tNR^C(NR0N(R^)2. Claim 15 recites, among other 
things, the groups -O-(CH2)tNR^C(NR0(NR^)2, -R'-(CH2)rNR5C(NR^)(NR^)2, and -CH2-(CH2)r 
NR^C(NR0(NR^)2. Applicants have amended claim 15 to replace these structures with 
-O-(CH2XNR^C(NR0N(R% -R^-(CH2)rNR^C(NR^)N(R^)2, and -CH2-(CH2)rNR^C(NR0N(R^)2, 
respectively. The specification has also been amended, where appropriate, to correct the inadvertent 
placement of the parentheses in the guanidine functionality and to reflect the changes made to the 
foregoing claims. 

Based on a straightforward chemical interpretation of -R^CH2)tNR^C(NR^)(NR^)2, it is clear 
that the misplacement of the parenthesis is simply a typographical error. Thus, support for the 
requested amendments is implicit in the claims. Nevertheless, support for the amendments is also 
provided in the specification. For example, at column 45, lines 1-10, Apphcants specifically 
describe guanidine functionalities as preferred R^ groups. Accordingly, the requested changes do 
not introduce new matter and are fully supported by the appUcation, as originally filed. 
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Claims 4, 5, 14, and 15, as amended herein, are fully commensurate with the disclosure of 
the 183 patent as well as the underlying 392 apphcation. The error being corrected in this reissue 
appUcation up to the time of filing of this declaration under 37 C.F.R. §1.1 75(a) arose without any 
deceptive intention on the part of the applicants and/or patentees. 

In view of the foregoing, Applicants respectfully request approval of the changes to claim 
3, 4, 14, and 15. 



5 j Date: February 2 1 , 2002 

PJ WOODCOCK WASHBURN LLP 
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III 



Respectfully submitted. 
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